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DETAILED ACTION 

Claims 1-53 are pending in the instant application. 

Election/Restrictions 

Applicant's election without traverse of Group I, Claims 1-45 along with an 
election of species of Compound 69 on page 104 of the specification in the reply filed on 
December 6, 2005 is acknowledged. 

As previously stated in the restriction requirement, in accordance with MPEP 
821.04 and In re Ochiai, 71 F.3d 1565, 37 USPQ 1127 (Fed. Cir. 1995), rejoinder of 
product claims and method of use claims commensurate in scope with the allowed 
product claims will occur following a finding that the product claims are allowable. Until 
such time, a restriction between product claims and process is deemed proper. 

Applicant is reminded that upon the cancellation of claims to a non-elected 
invention, the inventorship must be amended in compliance with 37 CFR 1 .48(b) if one 
or more of the currently named inventors is no longer an inventor of at least one claim 
remaining in the application. Any amendment of inventorship must be accompanied by 
a request under 37 CFR 1.48(b) and by the fee required under 37 CFR 1.17(0- 

Status of the Claims 

Claims 1-53 are pending in the instant application. Claims 1-7 (in part), Claims 
8-14, Claims 15-29 (in part), Claims 30-34, Claims 35-38 (in part), Claim 39, Claims 40- 
45 (in part), and Claims 46-53 are withdrawn from further consideration by the 
examiner, 37 CFR 1.142(b), as being drawn to a non-elected invention. The withdrawn 
subject matter is patentably distinct from the elected subject matter as it differs in the 
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structure and element and would require separate search considerations. In addition, a 
reference, which anticipates one group, would not render obvious the other. 

Pursuant to Applicant's election of a species, the scope of the invention will be 
limited to the following substitutions of the base structure 




where: 



• T will be imidizole; 

• R is a bond; 

• Vis-C(O)-; 

o 



• Wis 

• Rg, Rio, Rio- are X-Y-Z where X & Y are bonds and Z is hydrogen; 

• R 9 ' is X-Y-Z where X & Y are bonds and Z is d-12 aliphatic, C3-10 
cycloalkyl, or C3.10 cycloalkyl- C1-12 aliphatic, substituted as defined; 

• all other substituents are as defined. 

As a result of the election and the corresponding scope of the invention defined 
supra, the remaining subject matter of Claims 1-7, 15-29, 35-38, and 40-45 are 
withdrawn from further consideration pursuant to 37 CFR 1 .142(b) as being drawn to 
non-elected inventions. The withdrawn compounds contain varying functional groups 
such as pyrimidinyl, piperidinyl, imidazoyl, pyrrolidinyl, etc, which are chemically 
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recognized to differ in structure and function. This recognized chemical diversity of the 
functional groups can be seen by the various classification of these functional groups in 
the U.S. classification system, i.e. class 544 subclass 244(+) (diazines), class 546 
subclass 184(+) (piperidines), 546 subclass 249(+) (pyridines), etc. Therefore the 
subject matter which are withdrawn from consideration as being non-elected subject 
matter differ materially in structure and composition and have been restricted properly a 
reference which anticipated but the elected subject matter would not even render 
obvious the withdrawn subject matter and the fields of search are not co-extensive. 

Priority 

The claim to priority of US Serial Number 60/513,765 filed on October 23, 2003 
and US Serial Number 10/412,600 filed on April 11, 2003 has been acknowledged in 
the instant application. 

Information Disclosure Statement 

The Information Disclosure Statement filed on March 2, 2005 has been 
considered fully by the examiner. 

Specification 

The disclosure is objected to because of the following informalities: the 
specification defines a substituent J, which includes the group R', which can then be 
optionally substituted with another J group, leading to an indefinite number of 
compounds, found on page 14, line 28, through page 15, line 30. 

Appropriate correction is required. 
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Claim Objections 

Claims 1-7, 15-29, 35-38, and 40-45 are objected to for containing elected and 
non-elected subject matter. The elected subject matter have been identified supra. 

Claim Rejections • 35 USC §112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 43-45 rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention. 

In the instant case, a pharmaceutical composition comprising compounds of 
Formula I is claimed. 

In the art, the addition of therapeutic agents to a pharmaceutical composition 
consisting of a compound of interest and acceptable pharmaceutical carriers can affect 
the properties of the compound of interest. Properties affected can include binding 
constants, rates of diffusion, kinetics of reaction, receptor specificity, etc. The 
specification provides evidence that pharmaceutical compositions containing 
compounds of Formula I can contain one or more of immunomodulatory agents, 
antiviral agents, cytochrome P-450 inhibitors, etc, but not any evidence that these 
combinations have been attempted, or what their affect is on the properties of the 
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compound of Formula I. Therefore, only the pharmaceutical compositions that contain 
only the compound of Formula I and a pharmaceutical^ acceptable carrier meet the 
written description provision of 35 U.S. C. 1 12, first paragraph. It is suggested that 
Applicant include this limitation in their claims. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-7, 15-29, 35-38, and 41-45 rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. The claims define a substituent 
J, which includes the group R', which can then be optionally substituted with another J 
group, leading to an indefinite number of compounds. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 

USPQ 459 (1966), that are applied for establishing a background for determining 

obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 
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This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-7, 15-29, 35-38, and 40-45 rejected under 35 U.S.C. 103(a) as being 
unpatentable over Sasaki et al. (J. Org. Chem. 1997, 765-770) in view of Babine et al. 
(WO 02/18369). 

The instant application cites a compound with a base structure: 



° ; R 9 , Rio, Rio- are X-Y-Z where X & Y are bonds and Z is hydrogen; 

R 9 - is X-Y-Z where X & Y are bonds and Z is Cm 2 aliphatic, C3.10 cycloalkyl, or 
C3-10 cycloalkyl- d. 12 aliphatic, substituted as defined; and all other substituents are as 
defined. 

Determination of the scope and content of the prior art (MPEP $2141.01) 




** **' where: T is imidizole; R is a bond; V is -C(O)-; W is 
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Sasaki et al. teach a synthesis of optically pure cis- and trans-3-alkyl substituted 

R 



p 




"N OH 

proline derivatives having the formula: H . See Scheme 3 on page 

767. 

Ascertainment of the difference between the prior art and the claims (MPEP 
$2141.02) 

Sasaki et al. do not teach the amidation of the proline nitrogen or the carboxylic 
acid with the substituents of the instant invention, or pharmaceutical compositions. 

Finding of prima facie obviousness-rational and motivation (MPEP $2142-2413) 




o 

Babine et al. teach the compound: ' and its 

synthesis in taking a proline derivative and amidating the proline nitrogen and the 
carboxylic acid to generate the compound above. See compound EN on page 65, and 
Scheme 11, page 120. Babine et al. also teaches a pharmaceutical composition 
comprising an effective amount of their compound, pharmaceutical^ acceptable 
carriers, and optionally another therapeutic agent. See page 264, line 14 through page 
265, line 18 and page 298, line 30 through page 299, line 17. 

Therefore, it would have been obvious to one of ordinary skill in the art at the 
time the claimed invention was made to make a 3-isopropyl substituted proline and use 
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in the synthesis scheme presented by Babine et al. with a reasonable expectation of 
success. The motivation to do so is provided by Babine et al. Babine et al. teach that 
inhibitors of HCV NS3-NS4A protease can be used as antiviral agents. See page 2, 
lines 1 8-34. 

Thus, the claimed invention as a whole was prima facie obviousness over the 
combined teachings of the prior art. 

Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 
644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply 
with 37 CFR 3.73(b). 

Claims 1-5, 15-29, 35-38, and 40-45 provisionally rejected on the ground of 

nonstatutory obviousness-type double patenting as being unpatentable over claims 1-2, 

4-16, 21-29, and 34 of copending Application No. 10/614,432, now published as US 



20040077600 A1, in view of Patani et al. (Chem. Rev. 1996, 3147-3176). 
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The instant application cites a compound with a base structure: 




N 



** **' where: T is imidizole; R is a bond; V is -C(O)-; W is 




R, Rj O 

r 

0 ; R 9 , R 10> Ric are X-Y-Z where X & Y are bonds and Z is hydrogen; 

R 9 is X-Y-Z where X & Y are bonds and Z is Cm 2 aliphatic, C3-10 cycloalkyl, or 
C3.10 cycloalkyl- C1-12 aliphatic, substituted as defined; and all other substituents are as 
defined. 

'432 teaches a compound with a base structure: 
M 



rfe II I o R 2 



N w 





'R 2 



where n is 0; W is 0 ; L is 

alkyl, alkenyl, or alkynyl optionally substituted with halogen, sulfhydryl or hydroxyl; R 18 is 
a bond, A 2 is -NR 11 -CH(M)-C(0)-; V is NR 11 , K is C(O), T is imidazole, R 19 can be H or 
alkyl substituted with aryl, and all other substituents are as defined. 

'432 does not teach a 5-membered ring with N bound to R 18 instead of C to form 
an amide linkage instead of a ketone linkage. 

Patani et al. teach the bioisosteric replacement of an CH group with N by 
Grimm's Hydride Displacement Law. See page 3148, column 2, lines 12-31. 
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Therefore it would have been obvious to one of ordinary skill in the art at the time 
of the claimed invention was made to take the compound of '432 and modify the the ring 
CH connected to R 18 using the bioisosteric replacement of Patani et al. with a 
reasonable expectation of success. The motivation to make the claimed compound 
derives from the expectation that structurally similar staring materials are generally 
expected to have similar properties and have similar utilities. In re Gvurik , 596 F. 2d 
1012, 201 USPQ 552 (CCPA 1979). 

This is a provisional obviousness-type double patenting rejection. 

Conclusion 

Claims 1-7, 15-29, 35-38, and 40-45 are rejected. Claims 1-7, 15-29, 35-38, and 
40-45 are objected to. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Joseph Kosack whose telephone number is (571)-272- 
5575. The examiner can normally be reached on M-F 7:30-4:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph McKane can be reached on (571)-272-0699. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 




KAft/JAL A. SAEED, PH.D. 
PRIMARY EXAMINER 



